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Cnoco6 jieneHHH 3a6oJieBaHHH ? 
conpoBoxKAaiomHXCH h3mghchh^mh KanecTBeHHoro h/hjih kojihhcctbchhofo 
10 cocTaBa BHeKxreroHHoii ffHK kpobh 



06jiaCTB TCXHHKH 



H3o6peTeHHe othcchtch k MeAHmiHe a BcrcpHHapHH h MO^ceT 6bitb 
15 Hcnojit30BaHO jxjw jieneHHfl 3a6ojieBaHHH ? conpoBO^aiomHxcK Ka^ecTBeHHbiMH 

HJIH KOJIHHeCTBeHHBIMH H3M6HCHHHMH BHeKJieTOHHOH ,ZJHK KpOBH, a HMCHHO! 

reHeparaa30BaHHBix HH^eKimoHHbix 3a6ojieBaHHft, BBBBiBaeMBix SaKTepn^MH, 
3a6ojieBaHHH, Bti3BiBaeMBix ipn6aMH h npocxeHniHMH, aTepocKJiep03a, caxapHoro 
AHaGeTa, ajuieprnHecKHX 3a6oJicBaHHH, cB5i3aHHBix c peaicijHeH 
20 ranepHyBCTBHTejiBHocTH 3aMe#jieHHoro rana, a Taioice 3a6ojieBaHHit, 
oSycjiOBXteHHBix MyrauHSMH reHOB coMaTHnecKHX kjictok. 

IIpeOTiecTByioinHH yposeHB tcxhhkh 



25 riepeHHcjieHHBie 3a6ojieBaHHa cornacHO cobpcmchheim 3HaHiraM 

npeACTaBJDiiOT codoft KpaftHe HeoflHopoAHBie n pa3JDHHaK)mHecH ucyKjiy coGoii no 
3THOjiorHH h naToreHe3y 6ojie3HeHHBie iipouecc&i. B cootbctctbhh c sthmh 
npeflCTasjieHHflMH h neneHHe sthx 3a6ojieBaHHH ocymecTBjwjiocB coBepmeHHO 
pa3JntHHBiMH MexoflaMH. Taic, ochobhbim cnoco6oM neneHHK 3a6ojieBaHHft, 
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BLI3BIB aeMBIX 6aKTepH5IMH, rpn6aMH H npOCTeftimiMH, HBJiaeTCH aHTHGHOTHKO H 

XKMHOxepanna, cm. Merck Manual of Diagnosis and Therapy; 16 th Edition. 

Ochobhbim cnoco6oM jieicapCTBeHHoro JieneHHH aTepocKJiepo3a HBHfleTCH 

Teparraa npenapaTaMH rpynnti cTaTHHOB, no^aBJiaiomHx chhtc3 xanecTepHHa b 
5 opraHH3Me, cm. New Concepts and Paradigms in Cardiovascular Medicine: The 

Noninvasive Management of Coronary Artery Disease, K. Lance Gould, THE 

AMERICAN JOURNAL OF MEDICINE, Volume 104, June 22, 1998, 2s-17s. 

B ocHOBe JieicapcTBeHHoro jieneHHfl caxapHoro AHa6eTa JieacaT Tpn ochobhbdc 

noflKOAa - 3aMecTHTejn>Haa Tepanna npenapaTaMH HHcymiHa, JieieapCTBeHHafl 
10 TepanHH, HanpaBjieHHaa Ha yjiynneHHe ceiepeiXHH HHcyjiHHa noA^ejiyaoHHoii 

Hcejie30H, jieKapCTBeHHaH Tepanira, HanpaBJieHHaa Ha noBBnneHHe 

MyBCTBHTeJIBHOCTH TKaHeft K HHCyJIHHy HJIH yCKOpeHHe yTHJIH3ai^HH TK3HHMH 

nnoK03bi, cm. Pharmacological Management of Diabetes: Recent Progress and 
Future Perspective in Daily Drug Treatment, Gerard Emilien et.al., Pharmacol. Ther. 

15 Vol. 81, No. 1, pp. 37-51, 1999. 

B ocHOBe Tepannn ajuiepraHecKHx 3a6ojieBaHHH, CB5i3aHHBix c peaKmauvra 
ranepHyBCTBHTejibHocTH IV rana JieHarr HMMyHocynpeccHBHan hjih 
HMMyHOMOAyJinpyiomaa TepanHH, cm. Therapeutic Immunosupression, 
ed.A. W.Thomson, Ser.Immunology and Medicine vol.29, Kluwer Acad.Publishers, 

20 Dordrecht, 2001. 

3a6oJieBaHHH, pa3BHBaiou^HecH BcneACTBHe MyrauHft reHOB coMaTHHeciaax 
KJieTOK, h conpoB03KAaiomHecH pa3BHTHeM coMaTHHecKoro uozamimMa., BOBce He 
HMeioT cpe^cxB STHOJioraMecicofi Tepanrm, ocymecTBJMeTcn jiuiub 
GHMnTOMaTHHecKoe jieneHHe, cm. Youssoufian H, Pyeritz RE. Mechanisms and 

25 Consequences of Somatic Mosaicism in Humans,. Nature Reviews Genetics, 
2002;3:748-758. 

OCHOBHOH npo6jieMOH aHTH6HOTHKOTepanHH GaKTepHaJIbHLDC HH<J)eKIJHH 

CHHTaeTCK npoSxieMa jieicapcTBeHHOH pe3HCTeHTH0CTH. IjHpKyiumHH pe3HcreHTHBix 
k aHTH6HOTH^ecKHM cpe^CTBaM nrraMMOB SaicrepHfi h hx HOBOo6pa30BaHHe b 
30 npoijecce jieneHHH (HanpHMep, BCJieacTBHe 4>opMHpoBaHHH b opraHH3Me SojitHoro 
GnonJieHOK) hbjihiotch ochobhoh npiiHHHOH He3$$ei<THBH0H TepanHH (The use and 
resistance to antibiotics in the community. Cizman M, Int J Antimicrob Agents, 
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2003, Apr 21: pp.297-307. 06menpH3HaHO, hto npo6jieMa 

aHTH6HOTHKOpe3HCTeHTHOCTH MHKp00praHH3M0B B HaCTOKIIjee BpeMH HOCHT 

xapaicrep rjio6ajn>Hoft yrp03Bi (Mechanisms of antimicrobial resistance: their clinical 
relevance in the new millennium. Sefton A.M., Drugs, 2002, vol. 62: 557-66) h 
5 Tpe6yeT pa3pa6oTKH hobbdc aHTn6noTHHecKHX npenapaxos c opHTHHajiBHBiMH 

MexaHH3MaMH aHTH6aKTepHaJIBHOrO B03AeHCTBHH H HOBBDC HeaHTHGHOTHHeCKHX 

choco6ob B03^eftcTBHK Ha HH^eiciXHOHHBiH nponecc. B nacTHocTH, npn jieneHHH 

HH^eKIXHH, BBI3BaHHOfi pe3HCTeHTHBIMH K neHHI^HJUIHHOBBIM H I*e<J>aJIOCnopHHOBBIM 
aHTH6n 0THK3M rpaMM-nOJI03KHTeJIBHBIMH K0KK3MH, HCIIOJIb3yeTCH aHTH6HOTHK 

10 BaHKOMHUHH. K ochobhbim ero HeflocTancaM othochtch: pocrr KOJiireecTBa 

BaHKOMHaHH-pe3HCTeHTHBIX IHTaMMOB B IJHpKyjDmHIl ; BBICOKa* TOKCHHHOCTBJ 

otho CHTejiBHO y3Knit cneKTp aKTHBHOcra npenapaTa (The threat of vancomycin 
resistance. PerlTM, Am J Med 1999 May 106:26S-37S). 

B CBK3H c nepeHHCjieHHBiM OTJiaeTCH aicryaJiBHOH 3aaana noncica jvreTOfla 
15 aHTH6aKTepHajiBHOH Tepamra 3<j)<i>eKTHBHoro, MajioTOKCHHHoro, aicmBHoro b 
OTHomeHHH mnpoKoro cneicrpa 6aKTepnH, b tom HHCJie pe3HCTeHTHbix k 
aHTH6HOTHHecKHM npenapaTaM. 

IIpo6jieMBi aHTHSHOTHKO h xHMHOTepanHii HH^eio^HH, BBi3tiBaeMBix rpnSaMH 
h npocTefimHMH, hocet, b ochobhom, tot tsuq xapaKTep, hto h npo6jieMBi 
20 aHTH6HOTHKOTepanHH 6aKTepHajiBHBix hhcJjckijhh; HanpHMep, npn jieneHHH nmpoKO 
pacnpocTpaHeHHBiM aHTHrpn6icoBBiM areirroM aM^OTepnitHHOM (Antifungal drug 
resistance to azoles and polyenes, Mar Masia Canuto et.al., The Lancet Infectious 
Diseases, Volume 2, Issue 9 , 1 September 2002, Pages 550-563; A systematic 
review of the antifungal effectiveness and tolerability of amphotericin B 
25 formulations, Jane P. Barrett etal., Clinical Therapeutics ,Volume 25, Issue 5 , May 
2003, Pages 1295-1320). 

ATepocKJiep03 npeflCTaBJiaeT co6oh CHCTeMHoe 3a6ojieBaHne, 
conpoBo>KAaiomeecH 4»opMHpoBaHHeM cneixH^HHecKHX arepocKJiepoTHHecKHx 
SjmneK b CTeHKax KpynHBix h cpeflHHX apTepuft. B 3aBHCHMOcra ot MecTa 
30 noflBJieima, cTaflHH pa3BHTHK h BemranHBi arepocKJiepoTHHecKHX 6jiflmeK 
3a6ojieBaHiie HMeeT pa3JiiiHHbie KJiHHiraecKHe npoKBJieHiM (HnieMHHecicaa 6ojie3HB 
cepjraa, HHcyjiBT h ap.). JleKapcTBeHHOMy h XHpyprHHecKOMy jienemifo 
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notfBepraioTCJi hmchho npOHBJieHHH cncTeMHoro aTepocKJiepo3a Ha ypoBHe Toro 
hjih HHoro opraHa. ATepocKJiepo3 KaK chctcmhoc 3a6ojieBaHHe He hmcct ciioco6ob 
jieKapcTBeHHoro jieneHHH, HaH6ojiee pacnpocTpaHeHHLiM cnoco6oM 
npo^HJiaKTHKH, 3aMeAJiHK>mHM nporpeccnpOBaHHe 3a6oJieBaHHjj, smnxerrcx Tepaimn 

5 HHTHSHTOpaMH 3-rKWpOKCH-3-MeTHHTJIK>TapHJI K03H3HM A(HMGCoA) pesyKTa3bi 

(JIoBacxaTHH, IlapBacTaTHH h ap.), npHBOAHmafl k noflaBjiemno CHBrre3a 
3HAoreHHoro xonecTepHHa h ycKopeHHio KJinpeHca JiraionpoTeHHOB hh3koh 
njioTHocTH H3 njia3MH KpoBH, hto 3aMe;yi5ieT pa3BHrae aTepocKjiepo3a (New 
Concepts and Paradigms in Cardiovascular Medicine: The Noninvasive Management 

10 of Coronary Artery Disease, K. Lance Gould, THE AMERICAN JOURNAL OF 
MEDICINE, Volume 104, June 22, 1998, 2s-17s). HeaocTaraaMH noaoSHoro 

jieneHHH sbjihiotch cepte3HBie no6oHHBie 3<|)$eKTBi (A safety look at currently 
available statins., Moghadasian MH, Expert Opin Drug Saf 2002 Sep l:pp.269-74) h 
orpaHHHeHHasc 3$$eKTHBHOCTB (Statins: balancing benefits, efficacy and safety., 

15 Clearfield MB, Expert Opin Pharmacother, 2002, May 3 :pp.469-77). 

OCHOBHOH npHHHHOH HHBaJIH£H3aiXHH H CMCpTH 60JIBHBDC npH CaxapHOM 
,Zma6eTe 1 H 2 THUa KBJUHOTCH OCJKMKHeHHH, CB5I3aHHBie C pa3BHTHeM MHKpO H 

MaKpoaHraonaTHH. OnrraeTai, hto #ocTH>KeHHe 3<J)<j)eKTHBHoro MexaSojniHecKoro 
KOHTpojia (noAZjepaeaHHe HopMajiBHoro ypoBHH rjnoK03Bi h rnHK03HHHpoBaHHoro 

20 reMorjio6HHa b $H3HOJiorHHecKHx rpaHHijax b TeneHHe flJiHTeJiBHoro BpeMeHH) 
npenHTCTByeT pa3BHTmo ocjioacHeHHH. HHcyjiHHOTepaimfl, b tom nncjie 
HHTeHCHBHan, HBJineTCH MeroflOM BBi6opa b cHTyac[HHx, Kor^a He y^aerca aocthhb 
MeTa6oniiHecKoro icoHTpojra c noMomBio flpyrax jieicapcTBeHHBDC CpeflCTB 
(Outpatient insulin therapy in type 1 and type 2 diabetes mellitus: scientific 

2b review.,DeWitt DE, Hirsch IBJAMA, 2003, May 2S9:pp.2254-64). OflHaico flame 

npH HHTeHCHBHBIX pe>KHMaX TepanHH piICK pa3BHTPUI OCJI05KHeHHfi[, B TOM HHCJie 

(|)aTajiBHBix, ocTaercH bbicokhm (Cause-specific mortality in a population with 
diabetes: South Tees Diabetes Mortality Study.,Roper NA, etal.,Diabetes Care 
,2002, Jan 25:pp.43-8). B cbjkh c nepe^HCJieHHBiM XBiwercsi aKTyaJiBHog h 
30 o6menpH3HaHHOii 3a,n;aHa noncica hobbix cpe^cTB jsjisl TepanHH caxapHoro AHa6eTa 1 
ii 2 Tuna, b tom HHCJie cnocoSHBix npe,nynpe>KAaTB pa3BHTHe ocuoacHeHHH. 
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Oahhm H3 HaH6ojiee mnpOKo npHMeroieMBix b KJiHHHHecKoft npaKTmce 

CnOC060B, IIpHMCHHCMBIX JJJ1SL JieHeHHH COCTOflHHft, CBH33HHBIX C peafOJHHMH 

rHnepnyBCTBHTejiBHocTH 3aMefljieHHoro Tuna, hbjihgtch BBeaeHHe nenxima 
IjHKJiocnopmia A (Therapeutic Immunosupression, ed.A. W.Thomson, 
5 Ser.Immunology and Medicine vol.29, Kluwer Acad.Publishers, Dordrecht, 2001). K 
mnpoKO H3BecTHBiM HeaocTaTicaM 3Toro cnoco6a othochtch cepBe3HBie no6oHHBie 

3(j)<J)eKTbI - He^pOTOKCHHHOCTB, nUiepTeH3HH H BBICOKHH pHCK pa3BHTHH HH(J)eiCIJH3 

(Cyclosporine: mechanisms of action and toxicity., Graham RM, Cleve Clin J Med, 
1994, Jul-Aug 61:pp.308-13). .flpyroft npo6jieMO.fi HBJiaeTCK noTepa 3<j)4>eKTHBHOcrH 
10 npH wmTejiBHOM npHMeHemm npenapaTa, hto npo^BJiaeTCH, HanpHMep, b 
yBejraHeHHH BepoHTHOCTH OTTop^ceHHK TpaHciuiaHTaHTa (Renal transplantation, past, 
present and future., Ponticelli C, et.al., J Nephrol, 1999, Jul-Aug 12 Suppl 2:S105- 
10). 

TaKHM o6pa30M, jijvl jieneHHH 3a6ojieBaHHfi, conpOBOK^aiomHXCK 

15 H3MCHeHHHMH KaHeCTBeHHOrO H/HJIH KOJIHHeCTBeHHOrO COCTaBa BHeKJICTOHHOH JJfXK 

KpoBH, npuMeHfleTCK nmpOKHH cneKTp pasjiHHHbix cnoco6oB, HMeionpix cxo)KHe 
HeflocTaTKH: tokchhhoctb; pa3BHTne no6oHHBix 3<j)<J)eKT0B; HH3Kaa s^ckthbhoctb 
TepanHH. 

Me>K^ TeM, b peajibHofi kjikhhhcckoh npaKTmce paccMarpHBaeMBie 
20 3a6ojieBaHHH nacro conyrcTByiOT o#ho apyroMy. TaK, HanpHMep, TepanHH 
HMMyHOcynpeccHBHBiMH npenaparaMH npH 3a6ojieBaHHax, CBSQaHHBix c peaiojHeH 
ranepHyBCTBHTejiBHocTH 3aMe#jieHHoro THna MHoroKparao noBBimaeT phck 
pa3BHTii5i HH^eKixiioHHbnc 3a6ojieBaHiiri (Recent advances in the diagnosis and 
management of infection in the organ transplant recipient, Tolkoff-Rubin NE, Rubin 
2r RH; Semin Nephrol 2000 Mar 20:148-63.); aTepocKJiepo3 HBJtaeTCfl nacTBiM 
ocjio>KHeHHeM AHa6eTa (Diabetes and atherosclerosis: epidemiology, 
pathophysiology, and management.Beckman JA, Creager MA, Libby P;JAMA 2002 
May 287:2570-81 .), h npn stom nacTo ero pa3BHTHK> conyrcxByeT cHCTeMHBift 
HH$eKHHOHHBiH npoijecc (Infection and atherosclerosis: potential roles of pathogen 
30 burden and molecular mimicry., Epstein SE,. Zhu J, Burnett MS, Zhou YF, 
Vercellotti G, Hajjar D, Arterioscler Thromb Vase Biol 2000 Jun 20:1417-20.); pjm 
$opM «Ha6eTa pa3BHBaeTCH BcneflCTBHe pa3BHTHa peaiopiH 
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ranepHyBCTBHrejiBHocTH 3aMeAJieHHoro rana (Evidence of islet cell autoimmunity 
in elderly patients with type 2 diabetes., Pietropaolo M, Barinas-Mitchell E, 
Pietropaolo SL, Kuller LH, Trucco MJDiabetes 2000 Jan 49:32-8), hjih Ha $OHe 
HH4>eici^HOHHoro npoijecca (Systemic diseases caused by oral infection. Li X, 

5 Kolltveit KM, Tronstad L, Olsen I, Clin Microbiol Rev 2000 Oct 13:547-58 ), h 
npHBOOTT k BBicoKOMy pHCKy pa3BHTHH HH(^eKn,HH (Diabetes and the risk of 
infection-related mortality in the U.S.,Bertoni AG, Saydah S, Brancati FL, Diabetes 
Care 2001 Jun24:6 1044-9). 

B Hacroamee BpeMH OTcyrcTByioT Kaioie-jiH6o cnoco6bi, KOTopBie no3BOJiHjm 

10 6bi Jie^HTb yKa3aHHBie BBnne 3a6ojieBaHHa b KOMnneKce. B CBH3H c sthm 
OTcyrcTByeT bo3momchoctb npraarrB Kaicoe-jni66 H3BecTHoe TexHHHecKoe peinemie 
3a npoTOTHn Hacroamero H3o6peTeHHH. 

PacKpbrrHe H306peTeHHH 

15 

B ocHOBy HacTOJimero H3o6peTeHHH nojioaceHo pemeHHe 3a,n;aHH co3AaHH3 
BBicoK03<|)<j)eKTHBHoro h MajiOTOKCHHHoro cnoco6a jienenHH 3a6ojieBaHHiS, Kax no 

OTfleJIBHOCTH, TaK H B KOMnJieKCe, COnpOBOMC^aiOniHXCH H3MeHeHHJIMH 

KanecTBeHHoro h/hjih KOJUinecTBeHHoro cocTaBa BHeiaieTOHHOH flHK kpobh, a 
20 HMeHHO, reHepajiH30BaHHBix HH$eKi^noHHBix 3a6oneBaHHH, BBi3BiBaeMBix 
6aKTepHflMH, 3a6ojieBairaft, BBKBiBaeMBix rpn6aMH h npocTeftinHMH, arepocKJiepo3a, 
caxapHoro ;uia6eTa, amieprHnecKHx 3a6ojieBaHHii, CBii3aHHBix c peaiameft 
riinepHyBCTBiiTenBHOCTH 3aMe,a;jieHnoro rana, 3a6ojieBaHHH, oGycJXOBJieHHBDC 
MyTam^MH reHOB coManraecKHx xcji€tok. 
2F CornacHO H3o6peTeHiiK) 3Ta 3a#ana pemaeTca 3a cneT Toro, hto jxjisl 

jieneHiM 3a6oneBaHHfi nejioBeica, conpoBoacAaioimixcH H3MeHemiaMH 
KanecTBeHHoro hjih KOJiHHecTBeHHoro cocTaBa BHeKJieTOHHofi ,ZJHK KpoBH, a 

HMeHHO, reHepaJIH30BaHHBDC HH(|) eKIJHOHHBIX 3a60JieBaHHH, BBI3BIBaeMBIX 

6aKTepHHMH, 3a6oJieBaHHH, BBi3BiBaeMBix rpnSaMH h npocTeinimMH, arepocKJiep03a, 
30 caxapHoro ffHa6eTa, anjieprHnecKHx 3a6ojieBaHHfi, cBmaHHBix c peaKimefi 
riinepny BCTBHxejiBHo cth 3aMeAJieHHoro rana, 3a6ojieBaHiiH 3 o6ycnoBJieHHBix 
Myrai^HHMH reHOB coManiHecKHx KneTOK, b CHcreMHyio UHpicyjianmo KpoBH bboakt 
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areHT, pa3pymaionmft BHeiaieTOHHyio flHK kpobh; b KanecTBe areHTa, 
pa3pyinaiomero BHCKJieTOHHyio flHK KpOBH, b CHCTeMHyio ipipKyjmu;mo kpobh 
MO»ceT bbo^htbch (JjepMCHT ,H£[Ka3a; (jjepMeHT ,HJIKa3y Moryr bbo^htb b fl03ax, 
o6ecneHHBaK>mHx H3M6HCHHe 3jieKipo$opeTHHecKoro npo^HJia BHeKJieroHHOH 
5 AHK KpOBH, BBiflBJiaeMoe nyjiBc-rejn>3JieKTpo$ope30M; <J>epMeHT ,D[HKa3y Moryr 

BBO£HTb B A03aX H pOKHMaX, o6ecneHHBaK>IIJHX ypOBeHb .Z^HK-rHflpOJIHTHHeCKOH 

aKTHBHOCTH ruia3Mbi KpOBH, H3MepneMBiH b nna3Me KpOBH h npeBbimaroiijHH 150 
ejxuHKLj KyHija Ha jihtp nna3Mbi, Ha npoTjraceHHH cyMMapHO 6ojiee 12 nacoB b 
cyncH. 

10 Pa3BHTHe yKa3aHHBDC 3 a6o JICBaHHH COIipOBO^KflaeTCH KaHeCTBeHHBIMH H 

KOJIHHeCTBeHHblMH H3M6HeHHHMH BHCKJieTOHHOfi AHK KpOBH, 0£HaKO B H3B6CTHBIX 

3aHBHTCjno HCTOHHHKax oTcyTCTByioT 3HaHHH o reHeniHecKOM penepTyape 
BHeKJieTOHHOH AHK KpOBH 6ojibhbix npH paccMaTpHBaeMBK 3a60JieBaHHHX, 
6HOJiorEraecKOH[ pojm bhckjictohhoh ffHK kpobh npH paccMarpHBaeMbix 

1!: 3a6ojieBaHHHX h bo3mohchom TepaneBTHHecKOM 3<J><i>eKTe ee j^hhhtomcchhh rjul 
jieneHHK sthx 3a6ojieBaHHft, hto no3BOJiaer c#ejiarB bbiboa o cootbctctbhh 
H3o6peTeHHa KpHTepmo «HOBH3Ha» (N). 

KaK ycTaHOBHjra 3aflBHTejm, BHeKjieTOHHaa flfrIK KpOBH 6ojibhbix npn 
paccMaxpHBacMBix 3a6ojieBaHH^x coAepaorr yHmcaJibHBiH no CBoeMy 

20 KanecTBeHHOMy h KomraecTBeHHOMy cocTaBy penepryap tchob h peryjiaropHbix 
reHeTHnecKHx ajieMeHTOB, pe3Ko oTJinnaion^HHCH ot penepTyapa flHK, oiracaHHoro 
b reHOMe ^ejioBeKa. B otjihhhc ot BHyTpnioieTOMHOH JJJtfK, BHeKJieTOHHaa ffHK 

KpOBH 60JIBHBEC paCCMaTpHBaCMblMH 3a6oJieBaHH5lMH COAep>ICHT ? B OCHOBHQM, 

yHHKantHtie tchbi nejiOBexca. YcTaHOBjieHO HajiHHHe 6aKTepHajibHOft BHeKJieTOHHOH 
25 ^HK h BHeioieTOHHOH flHK rpn6oB b cocrraBe MaTpHKca SHonneHOK h b nna3Me 

KpOBH HH^HI^HpOBSHHOrO HeJIOBeKa. 

y cTaHOBJieHO , hto BHCKJieTOHHaa ffHK KpOBH, BKjnonaa BHeioieTOHHyio #HK 
6aKTepnii, rpn6oB h napa3HTOB npn paccMaTpHBaeMbix 3a6oneBaHH*x 
cnoco6cxByeT Hxpa3BHTmo. 
30 YcTaHOBneHO, hto pa3pymeime bhckjictohhoh KpOBH npH 

paccMaTpHBaeMbnc 3a6ojieBaHH5ix npHBOAHT k JieneSHOMy 3$^eKTy. 
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YKasaHHBie BBime HOBBie CBoiicTBa 3a«BjieHHoro H3o6peTeHH)i, 
6a3HpyioiijHecH Ha npuHUHnnajiBHo hobbdc npe^CTaBjieHH^x o pojm BHeKJieroHHoft 
AHK njia3Mbi KpoBH b pa3BHTnn paccMaxpHBaeMBix 3a6oJieBaHHft, no3BOJiflK>T 
c^ejiaTB bbiboa o cooxBeTCTBHH 3aaBJieHHoro cnoco6a KpnTepmo 
5 «H3o6pexaTejiBCKHH ypoBeHB» (IS). 

KpaTKoe oiracaHHe HepTeaceH 

B AaJiBHeftmeM H3o6peTeime noHCEwercH noflpo6HBiM oiracaHHeM npHMepoB 
10 ero ocymecTBjieHHH 6e3 ccbijiok Ha HepTe^cn 

JlynrnHH BapnaHT ocymecTBJieHHH H3o6peTeHHa 

3aaBjieHHBifi cnoco6 peajiH3yeTCH cjieayionjHM o6pa30M. 
15 MaTepnajiBi h MeTOABi. 

HcnonB30BanH cneayionxHe areHTBi, pa3pymaionpie BHeKJieroHHyio flHK 
kpobh: ^epMeHT Sbihbio naHKpeaTHnecicyio ,IJHKa3y (npoH3BOACTBo Sigma h 
CaMCOH-Mea), $epMeHT peKOM6nHaHTHyio HenoBenecKyio < 2[HKa3yI 
(npoH3Bo,5CTBo Genetech), #HK-niApojiH3yK>iijHe aHirrrejia, BBmejieHHBie H 3 KpoBH 
20 6oJiBHBix CHCTCMHoft KpacHOH BOJiHaHKOH no MeTO£HKe Shuster A.M (Shuster A.M. 
et.al., Science,v.256,1992, pp.665-667). 

fftlK rma3MBi KpoBH BBmejisjiH cJie^yioumM o6pa30M: cBexcyio (He 6ojiee 3- 
4 nacoB nocjie 3a6opa) nnasMy icpOBH c Ao6aBJieHHBiM aHTHKoaryjuiHTOM (ujrrpar 
HaTpnn) OTKpyHHBajiH Ha noAymice H3 Ficoll-PlaquePlus (Amersham-Pharmacia) 
25 npn 1500g 20 MHHyT npH KOMHaraoft TeMnepaxype. IXnasMy (1/2 ot Bcero 
KojiHHecTBa) aKKyparao 0T6npaJiH, He 3a#eBaa ocTaTOK icjieTOK Ha noayiUKe 

(j)HKOJIJia, H OTKpyHHBailH npH 10 000 g 30 MHHyT, HTO6BI H36aBHTBCfl OT o6jiomkob 

KjieTOK h Ae6pHca. CynepHaraHT OTSnpaira, He 3aTparHBaH ocaaoK, ao6aBjrajiH ^ 0 
1% capK03HJia, ao 50mM Tpac-HCl, pH 7,6, ao 20 mM 3RTA 9 jap 400 mM NaCl, h 
30 paBHBift o6*BeM CMecH $eHOJi-xJiopo(|)opM 1:1. noJiyneHHyio 3MyjiBcmo 
HHicyGHpoBami npn 65°C 2 Haca, 3aTeM oTAejunm <$>eHOJi-xjiopo<J>opM 
UeHxpH^yrHpoBaHHeM npn 5000g b TeneHHH 20 MHHyT npn KOMHaiHofi 
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TeMnepaType. IIpoixeAypy AenpoTeHHH3amni (freHOJi-xjiopocfropMOM noBTopajin 
BmeHTKraHBiM cnoco6oM TpHEcm>i, nocjie nero BOAHyio $a3y o6pa6aTBiBajiH 

XJIOpO$OpMOM, 3aTeM flH3THJI0BHM 3(j)HpOM. OTfleJieHHe OT OpraHHHCCKHX 

pacTBopHrejiefi npOH3BOAHjiH AeHTpH^yrapoBaHHeM npn 5000g b TeieHHe 15 
E MHHyr. K nonyqeHHOH boahoh <j)a3e ppQaBivum paBHHft o6i>eM H3onponaHOJia h 
HHKy6HpoBauH b TeneHne hohh npn 0°C. Ilocjie ocaacAeHHH HyiaieHHOBBie khcjiotbi 
OTflejwJiH n;eHTpH$yrHpoBaHHeM npn 0°C, lOOOOg b Teneirae 30 MHHyr. Ocewok 
HyioieHHOBBix khcjiot pacrBopJuiH b 6y<i>epe, coAepEcanjeM 10mM Tpnc-HCl , pH 
7,6, 5 mM 3 ATA, h HaHocHJiH Ha noAynncy H3 cTyneHHaroro xnopHcroro nemx 
10 (1M, 2.5M, 5.7M) b ijeHTpH<j)y3KHOH npo6npKe poTopa SW60TL 06BeM £HK 
cocTaBJMji 2 mji, o6x,eM ksukaoh cryneHBRH CsCl - no 1 mji. 
YjibTpaiiieHTpH^yrHpoBaHHe npoBOAHJin b npn6ope L80-80 (Beckman) 3 naca npn 
250000 g, flHK OT6HpanH c noBepXHOCTH cryneHBKH 5.7M no <|>paiajHJiM. OpaKipm 
AHajiH3HpoBajni 12 nacoB npH 4°C. HaiiHHHe flHK bo 4)paKmi£x onpeAeJiHJin 
15 arapo3HBiM 3jieiapo4>ope30M, c BH3yajm3aijHeH ffBK 6pomhctbim sthahgm. 
KoJinnecTBo flHK onpeAejuuiH cneKTpo^oTOMeTpHHecKH (Beckman DU70) b 
KiOBere oSbcmom IOOmkji, cHHMaa cneKTp ot 220 ao 320 hm. 

ITpHMep L JleneHHe SKcnepHMeHTaribHoro cencuca, BBi3BaHHoro_Candida 
Albicans h St. Aureus. 

20 B 3KcnepmvieHTe HcnoJiB30BajiH 6ejn>ix 6ecnopOAHBix Mumeii BecoM 23-25 

rpaMM. 

Fpynna 1 (30 MBiinefi) - MtmiaM bboahjih b peTpoopSHTajiBHBiH cimyc 
6aKTepHH naroreHHoro uiTaMMa Staphylococcus aureus VT-2003R b A03e hdO 10 
6aKTepHajiBHtix icxctok Ha M&imb. PeicoMGHHaHTHas AopHasa-ajib^a (Geneyech) 
25 BBOAHJiacs b A03e 500 Micr/xcr BHyrpH6piomHHHO ^epes 2, 6, 10 h 14 nacoB nocjie 

HH^HUHpOBaHHH. 

Tpynna 2 (10 MBiineB) - MBraiaM bboahjih b peTpoop6HTajn>Hi>ra cHHyc 
6aKTepHH naroreHHoro urraMMa Staphylococcus aureus VT-2003R b A03e lxl 0 10 
6aKTepnajn>HBix KJieroK Ha mbhub. Ooc^aTHBiH 6y<j)ep bboahjich BHyTpnSpioiiiHHHo 
30 nepe3 2, 6, 10 h 14 nacoB nocne HH^mtHpoBaHHH. 

Ilocjie nocneAHero BBeAeHHfl AopHa3Bi H3 24 Mbiniefi 1 rpynnti 6buih 
BBiAejieHBi noArpynnBi la h 16. 
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ricwpynna la (8 MBnneS) - nepe3 2 naca, nocjie nocjie;mero BBe/jeHHfl 
AopHa3Bi MbnnaM bboahjih BHyrpHBeHHo BHeKJieroHHyio flHK KpOBH (0,1 mkt Ha 
MBniib), nojiyneHHyio ot MBnneii, HH^HunpoBaHHbix Staphylococcus aureus 
VT-2003R b £03e lxlO 10 6aKTepHajn>H&ix loieTOK Ha mbhiib nepe3 15 nacoB nocjie 
5 BBe^eHHa 6aicrepHH b peTpoopSHTajiBHtiH CHHyc. 

IIoArpynna 1b (8Mi>nneii) - nepe3 2 naca nocne nocjieflHero BBefleHHfl 

AOpHa3BI MBHIiaM BBeJIH BHyTpHBeHHO BHeKJieTOHHyiO flHK KpOBH (0,1 MKT Ha 

mbiihb), noJiyneHHyio ot MBnnefi HH(J)HtiiHpoBaHHbix Candida Albicans b A03e LD50 
Ha mbjhib nepe3 3 revi nocjie BHyTpHBCHHoro bbcachhk rpn6oB. 

10 Ol^eHHBaJIH BBIKHBaeMOCTB HCHBOTHBDC Hepe3 32 Haca nOCJie HHcJmniHpOBaHHfl. 

Pe3yjiBTaTBi npHBeaeHBi b Ta6jnme 1. 

Ta6jiHua 1 



BtnECHBaeMOCTb MBnneft b pa3JiHHHBie cpoKH nocne HH^HanpOBaHHH 





0 nac. 


2 nac. 


4 nac. 


6 nac. 


8 nac. 


12 nac. 


24 nac. 


28 nac. 


32 nac. 


rpynna 1 


100% 


100% 


100% 


90% 


90% 


80% 


50% 


40% 


30% 


rpynna 2 


100% 


100% 


70% 


60% 


50% 


40% 


30% 


20% 


20% 


la 














20% 


10% 


10% 


1b 














50% 


50% 


40% 



rpynna 3 (10 Mbimefi) - MtnnaM bboahjih BHyrpHBeHHo rpnSbi, 



15 cySKyjibTHBHpoBaHHBie, noJiyneHHBie H3 naToreHHoro KOHHHHecicoro H30jurra 
Candida Albicans b ao3e LD50. PeKOM6HHaHTHaH flopHa3a-ajn><J)a (Geneyech) 
BBo^HJiacb b ao3e Iut/kt BHyTpH6pKDniHHHO RBZOKjihi b fleHB Ha 2 } 3 h 4 nenh nocjie 

HH^imHpOBaHHH. 

rpynna 4 (10 MBiineft) - MsnnaM bbojo^hjih BHyTpHBeHHo rpn6ti 9 
20 cy6icyjiBTHBHpoBaHHBie, nojiyneHHBie hs naToreHHoro KOHHiraecKoro H30Ji5ixa 
Candida Albicans b .nose LD50. AM<f)OTepHmiH B bbo^iuich b #o3e 20mkt/kt 

BHyrpH6pK)UIHHHO ^Ba^Cflbl B ASHB Ha 2,3 H 4 fleHB nOCJie HH<j)HUHpOBaHHH. 

rpynna 5 (10 MBnnefl) - MtimaM- bboahjih BHyrpHBeHHo rpn6bi, 
cy6KyjiBTHBHpoBaHHBie, nojiyneHHbie H3 naToreHHoro KOHmraecKoro H30Ji*Ta 
25 Candida Albicans b #03e LD50. B KanecTBe HeraTHBHoro kohtpojih bbo^hjich 
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<froc<|>aTHBift 6y$ep BHyrpH6pfomHHHO flBaayu>i b ^hb Ha 2, 3 h 4 aem, nocjie 
HH^imiipoBaHHa. 

OueHHBajiH BbmcHBaeMocTB h Maccy MBiineft Ha 7 #eHB nocjie 
HH(J)HimpOBaHHH. Pe3yjiBTaTi>i npHBe^eHBi b Ta6jiHije 2. 
5 Ta6juma 2 



BtDKHBaeMOCTB MbimeH B pa3JIHHHBie CpOKH nOCJie HH^)HUHpOBaHHH : 





1 «eHB 


3 fleHb 


5 fleHb 


7 assb 


rpynna3 


100% 


100% 


100% 


100% 


rpyiraa4 


100% 


100% 


100% 


100% 


Tpynna5 


100% 


80% 


50% 


50% 



B rpynne 4 Ha 7 aeHB Bee hchbothbix cocTasjiHji b cpeflHeM Ha 20% 
MeHBHie, hcu b rpynne 3. 3to CBHAeTejiBCTByeT o tom, hto npn paBHOH 3anptTHoft 

3(j)(j)eKTHBHOCTH AOpHa3BI-aJIB<J)a H aM<j)OTepHIJHHa B, nOCJieOTHfi npOHBJIHJI 
10 6oJIBUiyK) TOKCHHHOCTB. 

TaKHM 06pa30M, BHeKJieTOHHajJ ^tiK KpOBH HH<|>HIJHpOBaHHBIX 5KHBOTHBIX 

0Ka3BiBaeT HeraTHBHoe Bjimnrae Ha TeneHHe HH^eKi^HOHHoro npoijecca, a ee 
pa3pynieHHe coraacHo 3aaBJiaeMOMy MeToay OKa3BiBaeT jiene6HBifi 3$$eKT npn 
6aKTepHaJiBHOH h iph6koboh hh^cki^hh. 
15 IIpHMep 2. JleneHHe reHepajiH30BaaH0H 6aKTepHajiBHofi HH^eKi^HH 

(cencHca). 

38-jieTHHH My>KHHHa 6bui AocxaBJieH Ha TepaneBTHHecKoe oTflejieHHe b 
THEcejiOM coctohhhh. 3a 12 otch &o rocnHTajiH3aijnH y 6ojitHoro aMSyjia-ropHO 
6bijio ^narHocTHpOBaHO ocTpoe pecnnpaTopHoe 3a6ojieBaHHe. 3a 5 AHeft ao 

20 rocnHTajiH3aitHH b cbh3H c cy6(t>e6pmiBH0H TeMneparypoft, HanHHHeM BbipaaceHHon 
acTemiH h 6oneft b npaBOft nojiOBirae rpyAHoft ioictkii SojiBHGMy 6t>ui ycTaHOBjieH 
AnarH03 nHCBMOHim „ BojiBHOMy 6hum nponncaHBi hhbckuhh i*e<J)a30JiHHa h 
nepopajn>HBift npHeM pOKCHTpoMHijHHa, oAHaico yjiyweHHfl He HacTyniuio, h 3a 2 
AH* ao rocnHTanH3aimH y Hero pa3BHjiacB jinxopa^Ka (39,5~40°C), TomHOTa, pBOTa, 

25 rojiOBHaa 6ojib. B nocjieOTnii nepea rocnHTaJiH3ar^Hefi AeHB npHCoeAHHHJiHCB 
MHo>i<ecTBeHHbie reMopparHHecKHe BBictmaHHa Ha KO^ee., 6ojie3HeHHOCTB b 
MBitnuax, >KejiTyxa h AHapeii. Ilpn nocTynneHiin - TeMnepaTypa 38,3, ^aBJieHHe 100 
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Ha 60, TaxHKapjpra &o 120 b MHHyry, MeHHHraajiBHBie chmiitombi OTpimaTeJiBHBie, 
KOHe^HocTH xojiOAHBie h D^aHOTHHHbie, Koaca ^cenTyiirHaa. reMoppanrqecKHe 
BBiCBmaHHH Ha BHyrpeHHHx noBepxHOcnix pyK h Hor. Jla6opaTopHO - yMepeHHBift 

JieHKOimT03 CO C£BHrOM (J)OpMyjIBI (18% IOHBIX 4>OpM), TOKCHHeCKafl 3ej>HHCTOCTB 

5 HeftTpo(J)HjiOB, noBbnneHHe npHMoro 6Hjrapy6HHa, ACT h AJIT. Ilpn 
yjiBTpa3ByKOBOM HccneAOBaHHH neneroi — MHoacecTBeHHBie MexncHe nnioaxoreHHBie 
onarH. EonBHOMy 6biji nocTasjieH AHarao3 cencnca. Ebiji ocymecxBJieH noceB 
KpoBH. Bojibhoh nojiynarc napeHTepariBHo KOM6HHamno 
reHTaMHUHH\AMiiHUHJiJiHH\MeTp o HHAa3 o ji , renapHH, Ba30AHJi5rraTOpBi. HecMOxpa 

10 Ha nposoOTMyio aHTHMHKpo6Hyio nonHXHMHOTepanmo, ceaHCBi reMOcop6ijHH h 
TpaHC(J)y3HH AOHopcKoii nJia3MBi cocTO^HHe SojiBHoro npo^ojiKaJio yxy^maxBCJi. 
Pa3BHJica octpbih pecnHpaTOpHBift AHCTpecc-cHHApoM. *Iepe3 2 cyroK nocjie 
nocTynjieHHH 6ojibhoh 6bui nepeBe^eH b peaHHMaijHOHHoe oT^ejieHHe h noAKJironeH 
k annapaTy HCKyccTBCHHoii BeHrajumHH Jiencnx. Ife KpoBH SojiBHoro 6bui bbicchh S 

15 . pneumoniae, b cb£3h c neM 6o;iBHOMy 6bijih Ha3HaneHBi nH<j)y3HH BamcoMHipma. B 
TeneHHe nocneAyiomHX 48 nacoB, HecMOTpH Ha BBe^eHHe BaHKOMHijHHa cocroaHHe 
6onBHoro yxyAmHJiocB, Hapocjm jrajieHM nojraopraHHoft HeAOCTaTOHHOCTH. C 

COrJiaCHH pOflCTBeHHHKOB SoJIBHOrO 6bBIH HaHaTBI BHJHTpHBeHHBie HH<j)y3HH 6BFO>eft 

naHKpeaTHHecKOH ( 2(HKa3Bi b A03e 800 Mr/cyTKH (1 600 000 ER Kymja) b BHAe 
20 nocTOHHHoft npOAon^caiomeHCH HH^y3HH. Hepe3 12 nacoB nocne Havana HH<J)y3HH 

nO£BHJIHCB IIpH3HaKH CTa6HJIH3ai^HH COCTOflHHJI 6oJIBHOrO. ITOKBHJniCB IIpH3HaKH 

yjiyHiueHHH nepn^epHHecKOH ijHpKyjunjHH KpoBH, yjiynniHJiHCB noKa3aTejin 
citCTeMHOH reMOAHHaMHKH, HanaJiocB MOHeo6pa30Bamie. B Teqemie nocjieAyioixjHX 
5 OTefi Ha $0He npoAOJincaiomHxcH HH<f>y3HK f HHKa3ti na6opaTopHBie noKa3aTejiH 

25 6oJIBHOrO npil6jm3HJIHCB K HOpMe, nOJIHOCTBK) BOCCTaHOBHJiaCB reMOAHHaMHKa, 

c^yHKj^HH noneK h Sojibhoh 6biji nepeBe^eH Ha caMocTOOTejiBHoe ABccaHHe. 

TaicHM o6pa30M, npHMeHemie ,ZJHKa3Bi corjiacHO 3aHBJiaeMOMy cnoco6y 
OKa3BiBaeT JieneQHBiH 3<j)<J>eKT npn chctcmhom 6aKTepHanBHOM nopa>KeHHH. 

IIpHMep3. JleneHHe uepeSpajiBHOH MajiapHH. 
30 40 MBiinefi C57B1 noJiyHHjm BHyrpH6pioniHHHyK) HHBeioj.Hio spHTpoiprroB, 

nojiyneHHBDC ot Mbnneft jihhhh BALB/c, HH^HUHpoBaHHBix P. Bergehi (10 6 
3pHTpOIXHTOB Ha mbuqb). 
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Tpynna 1 (10 Mtnneft) - HanHHaa c 24 nacoB nocne HH<|>HimpoBaHHfl 
MBnnaM bboahjih peKOM6HHaHTHyio AopHa3y~aJn>^a (Genetech) b w>3e 500 mkt/kt 
nexBipe pa3a b fleiib BHyrpuMLnneHHo Ha np otjdkghhh 3 flHeit 

Tpynna 2 (10 MBnneii) - nojiynajm hhbckijhh 4>oc<i>aTHoro 6ycJ)epa. 

5 rpyiraa 3 (10 MHmefi) - HanHHM c 24 nacoB nocne HH(J>nimpoBaHiBi 

MBnnaM bboothh peKOM6nHaHTHyio ,nopHa3y-ajiB<|)a (Genetech) b £03e 500 mkt/kt 
HeTtipe pa3a b fleHb BHyrpHMBiineHHo Ha npoTJDKemiH 3 flHeii. Ha cne^yioiipifi 
flenb MBnnaM bbcjih BHyrpHBeHHO BHeKJieTOHHyio fftfK KpOBH (0,1 mkt Ha mbhhi>) 5 
nojiy^eHHyK) ot MBnneii C57B1 Ha 5-ft aeHb HH^eiojHH P. Bergehi. 

10 rpynna 4 (10 M&nnen) - HanHHaa c 24 nacoB nocjie HH<f)HUHpoBaHHH MbnnaM 

bboahjih peKOM6nHaHTHyio AopHa3y-anb4>a (Genetech) b A03e 500 mkt/kt neTBipe 
pa3a b p&m> BHyrpHMBnneHHo Ha npoTHEceHHti: 3 AHeii. Ha cnepy&wjm achb 
MiamaM bbcjih BHyTpHBeHHO BHeKJieTOHHyio ffHK KpoBH (0,1 mkt Ha mbhhb) 5 
noJiyneHHyio ot HHTaKTHBix MBnnefi C57B1. 

15 OijeHHBajiH BBEsmBaeMOCTB MBnnefi b onKrraoH h kohtpojibhoS rpynnax 

nepe3 7 ^Heg nocne HHtfrinpipoBaHHH. Pe3yjn>TaTBi 3KcnepHMeHTa npHBe,n;eHBi b 
Ta6jraue 3. 



Ta6jiHi^a 3 

BBEKHBaeMocTB MBimefi nepe3 7 flHefi nocjie HH^HUHpoBaHHa 





Tpynna 1 


Tpynna 2 


Tpynna 3 


Tpynna 4 


BBDKHBaeMOCTB, % 


90 


10 


50 


80 



20 TaKHM 06pa30M, BHeKJieTOHHaH flHK KpOBH >KHBOTHBIX 5 HH<])HIJHpOBaHHBIX 

Majiflpnefi, oKa3bmaeT HeraTHBHoe bjihhhhc Ha TeneHHe HH^eicm-iOHHoro npoxjecca, 
a ee pa3pyineHHe corjiacHO 3aiiBJieHHOMy H3o6pereHfflo OKa3BiBaeT Jiene6HBiH 
3<j)cj)eKT npn napa3HTapnoH HH^eicaim. 

npHMep 4. BjiKUiHHe Tepannn flHKa3ofi Ha >KH3Hecnoco6Hoerb 6eTa-KJieTOK 
25 nojopKejiy,n;oHHOH acejie3bi h 3HflOTejiHH aopTBi. 

HcnojiB30BajiH peKOM6HHaHTHyio HejioBenecKyio fffiKe&y I (Genetech). 

BeTa-KJiencH 3M6pHOHam>Hofi no^KejiyflOHHofi Mcene3Bi nejioBeKa h 
3HflOTejiHajibHBie kjictkh aoprbi nenoBeKa HcnonB30Bajni jsjui <j)opMHpoBaHH5i 
nepBHHHoft mieTOHHOH KynBTypBi. ^epes 24 naca nocjie nacca>i<a b oahoh 
30 3KcnepHMeHTajn>HOH cepnn b KJieTOHHbie KyjiBTypBi Ao6aBJiajiH BHeKJieTOHHyio 
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,ZJHK, BtraeJieHHyio H3 nna3MBi 6ojii>Horo TflEcejioft <J>opMoft #Ha6eTa 2 THna h 
chctcmhbim aTepocioiep030M (0,0025 MKT AHK Ha 1 mji KyjiBTypaJiBHoit cpeABi) a b 
Apyroft 3KcnepHMeHTajn»Hofi cepHH flHK toto ace 6oju>Horo nepefl BBeaeHHeM b 
Kyjn»Typy no^BeprajiH o6pa6oTKe flHKa3o» (Imkt/mji; 37C; 30 MHHyr). Hepes 24 
5 naca oi^eHHBajiH coaepacaHHe acH3Hecnoco6HBix kjictok no BmnoneHHio KpacHTejra 
TpHnaHOBoro CHHero. 

Pe3yjibTaTBi SKcnepHMenra iiphbca^hbi b Ta6jume 4: 

TaSjnma 4 

CoaepEcaHHe 3KH3Hecnoco6HBix kjictok nepe3 48 nacoB nocjie naccnpoBaHHa 
10 (b npoueHTax). 



KnexKH 


KOHTpOJEb 


flHK 
6ojibHoro 


flHK 

SoJiBHoro, 

o6pa6oTaHHaa 


B-KJrexKH 


73% 


43% 


61% 


3HflOTejmfi 


62% 


35% 


55% 



TaKHM o6pa30M 5 bhck jictohh aa flHK KpOBH Gojibhoto theccjibim AHaSeTOM II 
rana n aTepocKJiepo30M OKa3BmaeT HeraTHBHoe bo3A^hctbh6 k&k Ha 3AopoBBie B- 
KJierKH no^ejiy^OHHOH »cejie3bi 5 Tax h Ha 3AopoBBie 3HAOTejmajiBHBie kjictkh. 
Pa3pyineHne BHeKJieTOHHofi flHK KpOBH 6ojn>Horo $epMeHTOM AHKa3oii 
15 npenaTCTByeT 3TOMy cornacHo 3aHBJiHeMOMy cnoco6y. 

IIpHMep 5. JleneHHe aTepocKJiepo3a. 

MyacHHHa 54 jict nocrynnji b KJiHHHKy b TJDKenoM coctoshhh c >Kaao6aMH 
Ha CHJiBHBie Sojih b oGjiacxH >KHBOTa, OTapeio; HHTCHCHBHBie 6ojih b Horax npn 
xoabSc, noTepio Beca. 12 jict Ha3aA y SojiBHoro 6bijt bbdxbjish caxapHBift AHaGeT 2 

2C rana h Ha3HaneH npneM niH6eHKJiaMHAa. 15 MecaijeB Ha3aA BnepBBie noflBHjn*CB 
smiracTpaJiBHBie 6ojih, B03HHKaioinne nocne npneMa nrann. EojiBHOMy 6biji 
Ha3HaneH npneM airrauHAHBix cpeACTB, oAHaKo 6ojih ycnjiHBajracB, b nocjieAHHe 3 
Mecau;a npncoeAHHHJiacB oGnjiBHaa cTeaxopefl. B nocneAHHe ahh nepeA 
rocnHTajiH3aimeH pa3BmiacB aHopeKCHH BcneACTBHe HHTeHCHBHoro 6ojieBoro 

25 cHHApOMa. IIpH o6cjieAOBaHHH bbihbjicho 3HaHHTejn>Hoe HCTomemie (Bee Tejia - 44 
kt npn nocTynjieHHn; CHiDKeHHe Ha 28 kt 3a nocjieAHHe 5 MecaijeB), OTcyrcTBue 
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nyjii>camiH aprepHft Hor. npH 4>H6poracTpo^yofleHOCKonnH h kojiohockoiihh He 
Bti5iBJieH0 opraHHHecKHX H3MeHeHHfi. 3KT - b HopMe. B KpoBH - yMepeHHoe 
noBBnneHHe xojiecTepHHa h $paiamH jmnonpoTeHAOB HH3K0H iuiothocth, 
rJiHK03HjmpoBaHHBiH reMorjio6nH -11%. ripn aopTorpa^HH BBWBJieHa HacxHHHaa 

5 0KKJHO3H3I aOpTBI HHflCe IIOHeHHBIX apTepHH (70 %), HaCTHHHaa OKKJH03HA 

noflB3flomHbix apTepHfi (90%), nojraaa okkjho3hh BepxHeft h hpdkhch 

MC3aHTCpHaJIBHBIX apTepHH, B CB5I3H C HCB03M02KHOCTBK) XHpyprHHeCKOrO JieHeHHH 

Sbijio npHEorro pemeHHe o KOHcepBaniBHOM JieneHHH. Eojibhoh 6biji nepeBeaeH Ha 
HHTeHCHBHoe napeffrepajiBHoe mrraHHe. Btuia Ha3HaneHa HHcyjniHOTepanHH. 

10 ripoBOAHJiacb aHTHarperaHTHaa Tepanna. C corjiacHH 6ojn>Horo 6bdih Havana 
BHyTpHBeHHBie HH^y3HH 6BPE>eft naHKpearaHecKOjH #e30KCHpH6oHyKJiea3Bi b #o3e 
800 Mr/cyTKH (1 600 000 Kyaija) b bh^c 4 AsyxnacoBBix HH$y3HH eaceAHeBHo. 
Ha 7 AeHB nocjie Hanajia Tepannn 6ojibhoh Hanaji npHHHMaTB ^eTKraecKyio nnmy. 
BojieBott CHimpoM He bo3o6hobjmjich. K 20 ahio Sojibhoh noxrynaji nojiHOijeHHoe 

15 3HTepajiBHoe mrraHHe. CaMonyBCTBHe 3HaHHTejn>HO yjiyninHJiocB, Hanajica npHpocT 
MaccBi Tejia. Ha 45 aeHB b cbh3H c noj^roTOBKoii 6onBHoro k onepaTHBHOMy 
jieneHHio 6Buia npoBe^eHa noBTopHaa aHraorpa^HH. BBiHBJieHO cHHHeeHHe cTeneHH 

OKKJH03HH aOpTBI H nO^B3flOHIHBIX apTCpHH Ha 20% H 30% COOTBeTCTBeHHO, 

noflBneHHe KpoBOTOKa b BepxHeft h mDKHeft Me3aHTepHajiBHBix apxepnax (okkjuo3HH 
20 80%). 

06pa3DiBI BHeKJieTOHHOH #HK AaHHOrO 6oJIBHOrO KJIOHHpOBaHBI 

c HcnojiB30BaHneM MeTO^a, no3BOJiHK>mero KOHCTpynpoBaTB 
HeaMiuiH^iiiCHpoBaHHBie nna3MH,n;HBie 6n6jiHOTeKH BHeKJieTOHHOH fftlK icpoBxi c 
npeflCTaBHTejibHOCTBK) MHJumoHa kjiohob co cpeAHHM pa3MepoM b 300- 

25 500 nap ocHOBaHHfi. 

Btme^eHHaa no paHee omicaHHOMy npoTOKony #HK 6Bina noflBeprayTa 
AonojiHHTenBHOH TmareJiBHOH aenpoTeHHH3amiH c npHMeHemieM npoTCHHa3Bi K 
(Sigma) npH 65°C yflaneHHa npoHHo cBH3aHHBix 6ejiKOB. nocjie 

flenpoxeHHH3amiH h OAHOKparHoii o6pa6oTKH <J)eHOJi-xjiopo<j)opMOM np 65°C, flHK 

30 oca^ajiH 2,5 o6i>eMaMH 3TaHOJia b TeneHHe hohh. 3aTeM AHK jih6o o6pa6aTBmajiH 
pecTpiiicra3oft EcoRI b xeneHHe 3 nacoB, jih6o Pfu nojiHMepa3ofi (Stratagene) b 
npHcyrcTBHH 300 mkM Bcex Ae30KCHHyKJieoTHflTpH$oc$aTOB rsvl yaajieHHfl 
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jihiikhx kohixob. flocrpoeHHyio JJJHK ^oc^opuraapoBajra nojniHyKJieoTHflKHHa3oft 
T4 (30U, 2 h.). noxtyneHHHe npenaparfci jnirHpoBajiH b nJia3jvramy pBluescript 
(Stratagene), nepeBapeHnyio EcoRI hjih PvuII cooTBeTCTBeHHO, h 
^e^oc^opHJinpoBaHHyio mejioHHoft $oc$aTa30H CIP (Fermentas) b TeneHHe 1 naca. 

5 JJfln jrarapoBaHHK o6bihho Hcnojn>30BajiH 1 mkt BCKTopa h 0,1-0,5 mkt 
ctiBopoTOHHofi #HK. JInrHpoBaHHe npoBOflHjra npn noMomn Rapid Ligation Kit 
(Roche) 10 nacoB npH 16°C. 06i»eM jrara3Hoii CMecn cocTaBJian 50 mkji. 
JlnrHpoBaHHyK) 6H6nHOTCKy TpaHc^opMHpoBariH b kjictkh DH12S (Life 
Technologies) c npuMeHemieM aneKTponopaTopa E. Coli porator (BioRad). JJjix 

10 TpaHC^OpMai^HH OAHOH 6H6HHOTeKH Hcnom>30BajiH 12-20 3jieKTponopaip[OHHbTx 
KioBeT. fljiH KOHTpojiK Ha hsluikk c 1,5% arapoM h cpeflofi LB, coaepacameft 
IOOmkt/mji aMnHi^HJuiHHa, BBiceBama pa3Be,n;eHHJi 6H6jiHOTeKH 10" 4 , 10" 5 h 10" 6 . B 
o6ohx cjiynaax npe^CTaBHTejitHOCTb 6n6jiHOTeKH cocTaBJiHJia npHMepHO 2-3 *10 6 

KJIOHOB, 

15 AHaJiH3 cJiynafiHO BBi6paHHBix 75 kjiohob c ajihhoh ot 300 ao 1000 nap 

OCHOBaHHH H3 6n6jIHOTeKH, nOJiyHeHHOfi H3 BHeKJieTOHHOH flHK KpOBH 6oJiBHoro 

jsjo Havana JieneHHH noKa3aji, hto 56 H3 75 kjiohob npeacTaBJunoT co6oh 
yHHKajitHBie nocjieaoBarejiBHocTH flHK nejioBeKa. H3 56 <i)parMeHTOB yHHKajiBHOH 
ffHK, (|>yHKitiiH hjih npo^yicr cooTBeTCTByiomero reHa c noMoim>K> 
20 HumanGeneBank 6bijih HaeHTH<J)HiiHpoBaHBi ajia 1 1 nocjieAOBaTejibHOCTeii: 



Gene or corresponding 
protein product 


Reported role in Atherosclerosis and Diabetes 


neutral endopeptidase 


Akthbhoctb noBBmxeHa b 3HAOTejuiajiBHbix 
iaierKax, rJiaflicoMBinxeHHBix h CTpoManBHBix 1 
icneTKax hhthmbi apTepmi npn aTepociuiep03e, 
no^aBJieHHe aKTHBHoexn MO>Ker CHHacaTB 
HaKonjieHHe jihiihaob b cnemce cocyaa. 


muskelin 1 


^bjmctck MeAHaxopoM KJieTOHHOrO OTBeTa Ha 
TpoM6ocnoHAHH 1. TpOM6ocnOHflHH 1 - 
onocpeayeMbie npoijeccti hbjihiotch npH3HaHHBiM 

naT04)H3HOJIOrHHeCKHM KOMHOHeHTOM pa3BHTHH 



WO 2005/004789 



PCT/RU2004/000260 



17 





aTepocKjiepoTHnecKoro nopaxcemiH apTepHauBHOft 

CTeHKH. 


Nf-kappaB 


Akthbhoctb noBBuneHa b KjieTKax apTepnajiBHOH 
CTeHKH npH rHneprjnnceMHH h aTepociaiepo3e. 


Transient receptor potential 
cation channel 




Phospholipase C, epsilon 


HHAyn^ipyeT 3Kcnpeccmo peuen-ropa 
JinnonpoTeHHOB HH3Kofl nnoTHocra 


CRTL1: cartilage linking 
protein 1 




1 7kD fetal brain protein 




Nicotinamide nucleotide 
transhydrogenase 




BAD: brain-specmc 
angiogenesis inhibitor 




GAD2: glutamate 
decarboxylase 2 


OflHH H3 ochobhbdc ayroaHTHreHOB npn AHa6ere 1 
rana 


E-selectin 


Bbicokhh ypOBeHt 3KcnpeccHH jrajuieTCJi <J)aKTOpOM 
pHCKa pa3BHTHH aHraonaTHH npn AnaSeTe 2 Traia 



AHajiH3 cjiynaflHo Bbi6paHHBix 50 kjiohob H3 6H6jiHOTeKH, noJiyneHHOH H3 
BHeioieTOHHoft ,J[HK KpOBH 6ojn>Horo nepe3 21 fleHB nocjie Hanajia neneHHH 
noKa3aji ? hto 6ojiee 90% BBisBJieHHBix nocjieflOBaTejiBHOCTeft kjiohob npe^CTaBJiaiOT 
co6oh KOpOTKne (^parMeHTbi noBTopjnomeftai ,HHK reHOMa nenoBeica, b ochobhom 



5 ajit^a-caTenJiHTHyio flHK. XlapajinejibHO Ha6jiioAajiHCB H3MeHeHiis 
3JieKTpo<^opeTiraecKoro npoijniJiH BHeioieTOHHOfi ffHK nnasMBi, BBiaBjmeMBie nyjibc- 
rejn>3jieKTpo4>ope30M 

TaKHM o6pa30M, npHMeHeHHe ,HHKa3Bi cornacHO 3aflBJi5ieMOMy cnoco6y 
OKa3BiBaeT Jiene6HBiH 3<J)<J)eKT npH aTepocKJiepo3e. 
10 npHMep 6. JleneHHe caxapHoro AHa6eTa. - 

ILioxoh MeTa6oJiEraecKHii kohtpojib Ana6eTa, Bbipa>KaiomHHC5i b bbicokom 
coAepBcaHHH rJiHK03HJiHpoBaHHoro reMorao6HHa b KpOBi* h HH3Kaa 
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HyBCTBHTejiLHocTB k HHcyjiHHy, TpeSyiomaa BBe^eHHH bwcokhx ao3 npenapaTa 

flBJUOOTCfl OCHOBHBIMH (^aKTOpaMH, ITpejipacnOJiaraiOmHMH K pa3BHTHK) 
OCJIOECHeHHH, HHBaJIHOTL3aOHH H CMepTH 6oJIbHbIX. 

Bojibhoh 46 JieT cTpa^aeT ,mia6eTOM 2 THna b TeneHHe 3 JieT. PaHee 
5 jienamHM BpanaM He yaajiocb ;o[o6htbch HopMorjiHKeMHH c noMonjbio opajibHbix 
aHTHOTaSeniHecKHx cpe^cTB h 2 rom Ha3a# 6ojibHOMy 6bui Ha3HaneH 

peKOMSHHaHTHBIH HeJIOBeHeCKHll HHCyjIHH .OJIHTejIBHOrO ^eHCTBHK b ;jo3e 0,3U/kt 

(21U) b cyTKH. OflHaieo ypoBeHb nmK03HjrapoBaHHoro reMoraoGHHa b KpOBH 
npoAOJracan oeraBaTbCfl bhcokhm (6onee 10%), HapacTanH np ohb neroia 

10 flHa6eTHHecKoft aHraonaTHH c nonHHefiponaTHefl h ocjiaSjiemieM 3pcmia. 3a 2 ro#a 
cyTOHHaa noTpeSHOcib b HHcyjniHe BMpocJia flo 1,2 U/kt (84U) b cyncH. BojibHOMy 
6buin npoiracaHbi BHyTpHMbnneHHBie HHbeiamH Sbi^befi naHKpeaTHHecKofl f HJIKa3Bi 
b fl03e 200 Mr b cyncH (flBe HHbeKimH b cynai) Ha npoTJiEceHHH 4-x Mec5mcB. K 
KOHuy Kypca neneHHfl caMonyBCTBHe SojibHoro 3HaHHTejibHO yjiymmjiocb, 

15 CHH3HJiocb coflepacamie rmiK03HJiHpOBaHHoro reMoraoSnHa b KpOBH, yaanocb b 2 
pa3a cHH3HTb cyTOHHyio ,n;o3y HHcyjiHHa. Pe3yju>TaTbi npHBeAeHbi b Ta6jmije 5. 



Ta6jnma 5 

34>$eKT JieneHH^ ,ZJHKa3oft Ha MeTa6ojiHHecieHe noKa3aTejiH naimeHTa 





JSp Havana 
JieneHHH 


Hepe3 3 
Meoma 


Hepe3 4 
MecKua 


rJIHK03HJIHpOBaHHbIH 

reMorJio6HH (%) 


13,2 


10,1 


7,2 


noTpe6HOCTt B HHCyJIHHe 
U/kt Maccbi Tejia 


1,2 


0,9 


0,6 


KoJIHHeCTBO BHeiCJieTOHHOH 

ffftK nna3Mbi KpOBH (%). 


100 


35 


70 



KojiHHecTBo BHeKjieTOHHoit AHK mia3Mbi KpOBH oueHHBajiH, ocymecTBJira 



20 AeHCHTOMeTpnio 3JieKTpo$operpaMM. 3a 100% npHHHMajiH coaepxcaHHe 
BHeioieTOHHoS ffHK iuia3Mbi no Hanajia jieneraiH. 

TaKHM o6pa30M, npHMeHeime flHKa3bi npn AHa6eTe OKa3biBaeT jieneGHbiii 
3(|><j)eicT cornacHO 3aiiBJiaeMOMy cnoco6y. 
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IIpHMep 7. IIOflaBJieHHe aKTHBaHJIH JIHM^OimTOB. 

20 MBimefi C57B1 HMMyHH3HpOBajra cycneH3Heft Mycobacterium Smegmatis 
(IOOmkt aHTHrena b 50 mkji amoMHHHeBBix KBacuoB) no«K03KHO b noaymeHKy 
jranBi. Hepe3 4 He^ejiH MBnneii 3a6nBajin h BBmejrajiH cnjieHOijHTBi. CmieHOiXHTBi 

5 CeHCH6HJIH3HpOBaHHBDC H HHTaKTHBDC MbHIICH KyjIBTHBHpOBaJIH B HaiUKaX TleTpH B 

cycneH3HOHHott KyjiBType (2,5 x 10 6 kjictok/mji) b cpejje RPMI 1640 c 2mM 

rJHOTaMHHa, aHTH6HOTHKaMH H 10 3M6pHOHaJIBHOH TeJMHBeH CBIBOpOTKH B 

npHcyTCTBHH aHTHreHa Mycobacterium Smegmatis (5mkt\mji) b TeneHHe 24 nacoB b 
aTMoc^epe 5% C02 npn 37°C. flan onpe^ejieHHa cTeneHH aKTHBaijHH 
10 cnjieHOijHTOB noA BJiHHHHeM aHTHreHa 3a 6 nacoB flo OKOHHamui cpoKa 

KyjIBTHBHpOBaHIM B Cpefly AOSaBJIKJIH [3H] THMHflHH flO (j>HHaJIBHOH KOHIjeHTpaiJHH 

0,lmCi/MJi. Ilocjie OKOHHamifl cpoKa KyjiBTHBaijHH KJienai oTMBiBajm, pacTBopaJin b 

^OpMaMHAe H H3MepHJIH pa^HOaKTHBHOCTB. 

CepHH 1 (5 nameK). CmieHOimTBi ceHCH6HJiH3HpoBaHHBix MBnneii. 
15 Cepufl 2 (5naineK). CnjieHomrrBi ceHCH6HJiH3HpoBaHHBix MBnneii. B cpe#y 

Ao6aBJiHJiH peKOM6HHaHTHyio AopHa3y-ajn>$a (Genetech) b KOHueHTparpra 1 
mkt/mji. 

CepHH 3 (5 naineK). CnjieHouHTBi HHTaidHBix MBimeiL 

CepHa 4 (5 nameK). CnjieHOijHTBi HHTaicrHBix MBnneii. B cpeay AoGaBJiKjra 

20 BHeKJieTOHHyK) ffHK KpOBH, BBl^eJieHHyK) H3 KpOBH CeHCH6HJIH3HpOBaHHBIX MBnneii 

nepe3 2 naca nocne noBTopHoro no/jKoxcHoro BBe^eHHH aHTHreHa Mycobacterium 
Smegmatis b £03e 200 mkt. JJJtfK ^o6aBJiHJiH b KOjnraecTBe 0,05 mkt/mji. 

Cepua 5 (5 nanieic). CnjieHomiTBi HHTaicrHBix MBnneii. B cpeay flo6aBJiHjm 
BHeKJieTOHHyio J\HK i<pobh, BBifleneHHyio us KpOBH HHTaicrHBix MBnneii nepe3 2 
25 naca nocne noBTopHoro noflKO>KHoro BBefleHH.1 aHTHreHa Mycobacterium 
Smegmatis b ,n;o3e 200 MKr. JJfiK flo6aBJDUiH b KomraecTse 0,05 mkt/mji, 

CepHH 6 (5 nameK). CiuieHOimTBi HHTaicrHBix MBnneii, KyjiBTHBHpoBaBnniecH 
6e3 #o(5aBJieHHH aHTHreHa. 

BionoHeHHe cnJieHOijHTaMH [3H] THMH^HHa nepe3 24 naca nocjie 

30 KyJIBTHBHpOBaHHH C aHTHTeHOM. 

Pe3yJiBTaTBi aiccnepHMeHTa npe^cTaBJieHBi b Ta6jiHue 6. 
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Ta6mma 6 

TIoflaBJieHHe aicraBauHH jihm(])oijhtob 



N cepHH 


KonHHecxBo jih(^moi;htob (CPM) 


1 


115000 


2 


75000 


3 


35000 


4 


95000 


5 


40000 


6 


15000 



TaKHM o6pa30M, BHeKJiexoHHaa AHK iuia3Mbi KpoBH ycHJiHBaeT 
cnei^H^HHecKyio aKTHBamno jihm^oixhtob noA BjinamieM aHTHreHHOH cTHMyjiaijHH, 
5 a npHMeHemie ^HKa3Bi npHBO,zpiT k no^aBjieHHio aHTHreHHOH aKTHBan,HH 
jihm^oixhtob contacHO 3aaBJineMOMy cnoco6y. 

ITpHMep 8. Jlenerae ajuiepran, * cBH3aHHoft c peaKimeii 
rHnepnyBCTBHTejiBHocTH 3aMe£jieHHoro THna. 

My^KHHHa 23 JieT nocTynnji b KJiHHHKy b TJDKenoM coctohhhh. Herbipe roAa 
10 Ha3a£, b 1999 ro^y y Hero 6bui AHaraocijHpOBaH xpoHHHecKuft MHejioneHK03. 
IlaimeHT paHee nojiynaji xeparraio npenaparaMH rHApoKCHMOHeBHHbi h auB^a- 
HHTep^epoHa. Ebicxpoe nporpeccHpoBaHHe 6ojie3HH noTpe6oBaao npoBe#eHHH 
npoijeflypbi TpaHcnjiaHTainHH KocTHoro M03ra. Btuia npoBeaeHa TpaHcnuaHTauHH 
KocTHoro M03ra ot HLA - coBMecTHMoro, ho ABO HecoBMecTHMoro aoHOpa c 

15 TOTaJIBHBIM 06jiyHeHH6M H BBefleHH6M I*HKJIO(f)OCC[)aHa. JlflR npo4>HJiaKTHKH PTIIX 

6ojibhoh nojiynaji MeTOTpeKcar. 

Ha 9 fleHb pa3BHjiacb Bbipa^KeHHan peaxmra PTIIX c reHepajinsoBaHHOH 
cbhibk) h AHapeefi. B TeneHne 9 AHeiJ Sojibhoh nojiynnji nyjibc-Tepannio 

MeTHJinpeAHH30JIOHOM H aHTHJIHM $ OUpHTapHBIM rJK)6yJIHHOM. CoCTOHHHe 6ojiBHoro 

20 yjiyHiHHJiocB. K 30-My ahio <J)yHKiuiH Kocraoro M03ra BoccTaHOBHJiacb h 6ojibhoh 
6biji BbmncaH. 

Hepes Heaejno 6ojibhoh bhobb nocTynnji b KJiHHHKy c jieHKoneHHen 
(jiefiKouHTbi 0,9*10 9) , H3*bfl3BnemiHMH b nojiocTH pTa h jraxopa^Kofi. 
AcnnpaijHOHHafl 6HoncHJi KocTHoro M03ra BbiHBHjia ranonjia3Hio h 303HHo<J)HjniK>. 



WO 2005/004789 



PCT/RU2004/000260 



21 

EBina Ha3HaneHa Tepaimn A3aTHonpHHOM h Jle&coMaiecoM, ho nepe3 6 flHeft bhobb 
pa3BHJiaci> JieftKoneHHH (jieHKOAHTBi 0,7*10 9) . A3aTHonpnH 6bdi OTMeneH h 6tuia 
npoBeAeHa noBTopHaa nyjiBC-TepamiH MerHjmpe,aHH30JioHOM b coneTaHHH c 

JieHKOMaKCOM. JlHXOpa^Ka, JiefiKOIieHHH H H31>H3BJieHHH B nOHOCTH pTa OCTaBaJIHCB. 

5 BcKope nocjie oKOHHaHHH Tepanun y .6ojiBHoro pa3BHJiHCB 3iih30abi 
BHyrpHcocyAHCToro reMOjm3a, Ha $oHe nporpeccHpoBaHHH kotopwx 
npoAOJDKHjiocb naflenne ypoBHa JiefticoijHTOB h tpomSouhtob. BojiBHOMy 6hum 
Ha3HaHeHBi BHyrpHBeHHBie HH$y3HH 6biHteH naHKpearHHecKoft 
Ae30KCHpH6oHyicnea3bi b A03e 400 Mr/cyrKH (800 000 Efl KyHija) b BH^e 6 

10 OAHonacoBux HH$y3HH eaceAHeBHO b TeneHHe 2 HeaejiB. IIpH 3tom ypoBeHb AHK 

rH^pOJIHTHHeCKOH aKTHBHOCTH, H3MepfleMBlft B IIJia3Me KpOBH, npCBBICHJI 180 EJX 

KyHca Ha jihtp njia3MBi b Tenemie 6oJiee 12 nacoB. HannHaa c 5 jspx cocroaHHe 
6oio>Horo CTano yjiynmaTBCfl. CoaepacaHHe jiefiKoiprroB B03pocjio k 7 ahk> ao 1,7 
*10 9 , a k 15 flHK) cocTaBHJio 2,4* 10 9 , HCHe3jiH npH3HaKH reMOJiH3a, 
15 HopMajiH30Bajiacb TCMneparypa h npOH3onuia caHaipra H3b b nonocni pTa. 
HopMaJiH30BajiocB coAep^caHHe reMorjio6HHa" h spHTpoijHTOB . IlaimeHT 6biji 

BBHIHCaH B yAOBJICTBOpHTCJIbHOM COCTOHHHH. IIpH KOHTpOJIBHOM BH3HTC 

rociiHTajiH3anHH nepe3 Mecaij $opMyjia KpOBH b nopjmice. 

TaKHM o6pa30M, npHMeHeime .ZJHKasBi corxcacHO 3aHBJiH6M0My cnoco6y 
20 OKa3MBa6T JieneGHbiH 3$^eicr iipn ajuiepriiHecKHX 3a6ojieBaHHax, cbh38Hhbix c 
rHnepnyBCTBHTejibHOCTbio 3aMejyieHHoro rana. 

IIpHMep 9. IIoAaBJieHHe pacnpocTpaHeHna MyraHTHoro reHa. 

Pha 3a6ojieBaHHi5 nejiOBeica B03HiucaioT BCjieACTBiie pa3Biiraa cocromuui 
coMaTHqecKoro M03anmi3Ma — 3iccnaHCHH MyraHTHoro reHa b nonyjiHUHH 
25 coMaTHiecKHx xuxeroK (Youssoufian H, Pyeritz RE. Mechanisms and Consequences 
of Somatic Mosaicism in Humans. Nature Reviews Genetics 2002;3:748-758.) 

B KanecTBe moacjih pa3BHTna coMaTHnecKoro M03ai<mH3Ma 6bma H3yneHa 
nacTOTa MyraijHH reHa HPRT b T-jiHM<|>oijHTax kpobh. HejiOBenecKHH HPRT reH 
(XpoMOcoMa Xq26) KOAnpyeT KOHCTHTyTHBHO 3KcnpeccHpyeMbifi, ho He 
30 3cceHn;HarcbHbiH $ e P MeHT » BOBjieneHHBiH MeTa6ojiH3M nypHHOBBix ocHOBaHHH. 
KnoHHpoBaHHe npoBOAHJra no MeTOAHKe, onncaHHOH Bigbee W (Bigbee W. Et aL, 
Mutation Res., 1998,v.397,pp. 119-136). KjiOHHpoBaHHK) noABepramacB jihm^oi^htbi 
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nepH^epHHecKoft KpoBH 8 6ojibhbix, nojiynaBinHX Kypc 3-x HeaejiBHoii 
HMMyHocxHMyjiHpyiomeH TepanHH npenapaTOM HeoBHp nocjie XHpyprHHecKoro 
yaaneHHH onyxojra. Kb 8 Sojibhbix 4 nargaeirra aonojiHHTejiBHo nojiynajiH Tepamno 
HejioBenecKofl peKOM6HHaHTHoft ^HKa3oii I (Genetech) (200 mkt/kt BHyrpHBeHHO, 

5 4 pa3a b cyTKH b TeneHHe 3 Heaejn>). HacTOTa BCTpenaeMOCTH HPRT^e$HipiTHBix 
kjiohob b KpoBH 6ojh>hbix 5 nojiyHaBnmx Tepamno ^HKa3oii I, b cpeflHeM 6i»iJia b 3 
pa3a HH^ce TaKOBoft b kpobh 6ojibhhx, nojiy^aBmnx tojibko 
HMMyHOCTHMyjnipyioiEcyio Tepanmo. ^o6aBJieHHe BHCKJieTOHHoft #HK KpoBH 
Sojibhbix, He nojiynaBinHx flHKa3y b KyjiBTypajiBHyio cpe#y npH KJioHHpOBaHHH T 

10 - jihm^oi^htob Sojibhbdc, nonynaBinHx Tepanmo ,IJHKa30H, noBtnnaeT nacTOTy 
BCTpenaeMocTH HPRT-^e$HimTHBix kjiohob npn KJioHHpOBaHHH nocjie^HHX. 

TaKHM o6pa30M, pa3pyineHHe BHeKneroHHOH flHK KpoBH 6ojiBHoro 
<J>epMeHTOM ^HKa3ott npenaTCTByeT pa3BBnmo coMaTHHecKoro M03anijH3Ma 
cornacHo 3aaBjineMOMy cnocoSy. 

15 IIpHMep 10. YHKHTOKeHHe IiaTOreHHBIX CBOftCTB BHeKJieTOHHOH flHK KpOBH 

pa3JiHHHBiMH cnoco6aMH pa3pymeHHH. 

MBTHIH C57B1 nOJI^HHJIH UpHBHBKy BBICOKOMeTaCTaTHHeCKOrO HJIH 

HH3KOMeTacTaTHHecKoro inraMMa onyxojra LLC. Ha 9 #chb noanre nepeBHBKH 
hchbothbdc ycBiarouiH h co6HparcH cyMMapHyio mia3My KpoBH MBnneft, CyMMapHaa 
20 (|>paKi^HH BHeKJieTOHHoft flHK KpoBH nocjie BBi^ejieHHJi xpaHHJiacB npn -20°C b 
^oc^aTHOM 6y<J>epe. 

B 3KcnepHMeHTe ynacTBOBano 7 rpynn MBimeft, npHBHTBix 

HH3KOMeTaCTaTIiHeOKlIM IUTaMMOM LLC. 

Fpynxia 1-6 MBimeft c npHBHTBiM HH3KOMenracraTiraecKHM inraMMOM LLC. 
25 Tpynna 2-6 MBmieft c npHBHTBiM HH3KOMeTacTaTiiHeciaiM hitsmmom LLC 

+ BHyTpHBeHHoe AByKparaoe (Ha ceABMoft n bocbmoA #eHB nocjie nepeBHBKH) 
BBeAeHHe cyMMapHofi fypaKUjm BHeiuieTOHHoft flHK MBiineft c iiphbhtbim 
BBicoKOMeTacTaTHHecKHM HiraMMOM (0,05 MKT flHK nepea BBeaeHHeM 

paCTBOpHJIHCB B 500 MKJI CBe>Keft renapHHH3HpOBaHOH KpOBH). 

30 Tpynna 3-6 MBnneft c npHBHTBiM HH3KOMeTacTaTHHecKHM nxraMMOM LLC 

+ BHyrpHBeHHoe flByKparaoe (Ha ce^BMOH h bocbmoh aeHB nocne nepeBHBKH) 
BBe^eHHe cyMMapHoft $paKimH JfJHK MBnneg c npHBHTBiM 
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BBicoKOMeTacTaTHHecKHM nrraMMOM (0,05 mkt AHK nepeA BBeAemieM pacraopjuiH 
b 500 mkji CBe^cefi: roia3MBi). Ilepe^ BBefleimeM o6pa3ei* flHK noABeprajm 
4>oTOXHMHHecKofi Ae3HH<j)eKAHH (Ao6asjieHHe 1 mkM MeraneHOBoro cHHero c 
nocjieAyiomHM o6jiyneHHeM KpacHMM cbctom b Tenemie 10 MHHjnr (-60 000 
5 JIiokc). 

Tpynna 4-6 Mbuneft c iiphbhtbim HH3KOMeTacTaraHecKHM nrraMMOM LLC 
+ BHyTpHBeHHoe AByKpa-raoe (Ha ce^&Moft h bocbmoh AeHB nocjie nepeBHBKH) 
BBeAeHHe cyMMapHOH <|>paKn;HH flHK Mtmieft c npHBHTBiM 

BBICOKOMCTaCTaTHHCCKHM DttTaMMOM (0,05 MKT flHK nepeA BBefleHHeM paCTBOpflJIH 

10 b 500 mkji cBeaceH njia3MBi). Ilepefl BBe^eHHeM o6pa3eij flHK CMeimiBajiH c 10 

MKT aHTH-ffHK rBWpOJIH3yK>mHX aHTHTCJI. 

Tpynna 5-6 MBimeft c npHBHTBiM HH3KOMeTacTaTHnecKHM nrraMMOM LLC 
+ BHyTpHBeHHoe AByKparaoe (Ha ceABMoft h bocbmoh AeHB nocjie nepeBHBKH) 
BBeaemie cyMMapHOH <J>paKUHH flHK MBnneft c npHBHTBiM 
15 BBicoKOMeTacTaTHHecKHM nrraMMOM (0,05 mkt flHK nepeA BBeAeHHeM pacTBopajm 
b 500 mkji CBe^Kefi renapHHH3HpoBaHHOH KpoBH). IlepeA BBeAeHHeM b o6pa3eij 
Ao6aBjiHJiH 1 mkt (J)parMeHTa A pacTHTejn>Horo TOKCHHa PmpiHa h HHKy6HpOB3JiH 1 
nac npH 37°C. Phahh XBrniercx npeACTaBHTejieM ceMeftcraa RIP (6ejncH 
HHaKTHBHpyiomHe phGocombi) tokchhob, nrappKo Hcnojn>3yeMBix jxjisl co3A&hhx 

20 HMMyHOTOKCHHOB. KpOMe CHOCoShOCTH HHaKTHBHpOBaTB pHGoCOMBI 3TH 6ejIKH 

o6jiaAaiOT cnoco6H0CTBio AeaAeHHJinpoBaTB fftiK h ocymecTBjiHTB ee thapojih3, 
J^jm peajnoauHH TOKCHHecKoro 3$$eKTa KaTajiHTHHecKaa eAHmma A tokchhob RIP 
II THna AOJiHoia 6bitb AocraBjieHa b icneTKy cy6BeAiiHtiu;efi B. B OTcyTCTBHe 
cy6-BeAHHHixBi B uexib A He ToiccHHHa, OAHaKO nojnmyKJieoTHA- 

25 aAeHHHrJIHK03HAa3HaH It flHK-ni#pOJXa3H£UI aKTHBHOCTB UQUK A MO>KCT 6bitb 

Hcnojib30BaHa pjisl pa3pymeHHH flHK, uHpKyjmpyiom;eH b imasMe. 

rpynna 7-6 MBimeft c npHBHTBiM HH3KOMeTacTaTHHecKHM nrraMMOM LLC + 
BHyTpHBeHHoe AByKparaoe (Ha ceABMoft h bocbmoS achb nocjie nepeBHBKH) 
BBeACHne cyMMapHofi fypaKujw BHeKJieroHHOH ffHK MBimeft, npHBHTBix 
30 HH3KOMeracTaTHHecKHM nrraMMOM LLC. 

OmeHHBajiH KOJHinecTBO MeTacTaTHHecKHx y3JioB b jierKHx Ha 15 Aera. nocjie 
nepeBHBKH onyxojm. 
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Pe3yjn/raTH 3KcnepHMeHTa npHBeaeHBi b Ta6jume 7. 

Ta6jnma 7 

KojinnecTBO MeracTaTHHecKHx y3jiOB (N cp.) b nerKHx Ha 15 aeHb nocjie nepeBHBKH 

onyxojiH 



N Tpynnti 


Ncp. 


1 


12,0 


2 


22,5 


3 


14,1 


4 


15,5 


5 


15,1 : 


7 


13,3 



5 TaKHM o6pa30M, pa3JiHHHBie cnocoSti pa3pymeHH5i BHeiejieTOHHoft JJJtlK 

KpoBH noAaBJiHK>T ee naroreHHBie CBoftcTBa 

ripoMBinuieHHaa npHMeHHMOCTB 



10 JJjvl peajiH3auHH aaHHoro cnoco6a npKMeHeHH H3B©cTHBie MarepHajiM h 

o6opyAOBaHHe, H3roTOBJiaeMoe b 3asoACKHx ycjiOBHax, hto o6ycjioBJiHBaeT 
cooTBeTCTBHe H3o6pereHHH KpHTepHio «npoMbimjieHHaH npHMeHHMOcn»» . (IA) 
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OopMyjia H3o6peTemw 

1. Cnoco6 jieneHHfl 3a6ojieBaHHH, conpOBOEcaaioiijHxcfl hsmchchhhmh 
KanecTBeHHoro h/hjih KOjiKHecraeHHoro cocraBa bhckjictohhoh ^HK KpoBH, a 

5 HMeHHo, reHepajiH30BaHHi>ix hh^ckiihohhbix 3a6oJieBaHHH, BBi3BiBaeMBix 
6aicrepHjiMH, 3a6oJieBaHHfi, BBKBiBaeMBix rpn6aMH h npocTeftinHMH, arepocKJiepo3a, 
caxapHoro flnaSeTa, aiuieprHHecKHx 3a6oneBaHHft, CBK3aHHBix c peaKimeft 
ranepnyBCTBHTejiBHocTH 3aMeAJieHHoro nraa, 3a6ojieBaHHH, o6ycnoBJieHHBix 
MyTaijHHMH reHOB coMaTHnecKHX kjictok, xapaKTepH3yK>mHHca t e m , 

10 hto b cHcxeMHyio mipicyjMipno KpOBH bboaht areHT, pa3pyinaiomiifi BHeKJieTOHHyio 

ffHK KpOBH. 

2. CnocoS no n.l, x a p a k t e p h 3 y k> m h ii c h TeM, hto b CHCTeMHyio 
iXHpKyjiamuo kpobh bboott (fcepMeHT ,ZJHKa3y. 

3. Cnoco6 no n.2, xapaKTepH3yK>mHftcfl TeM, *rro <j)epMeHT 
15 ,HHKa3y bboaot b ,no3ax, oSecneHHBaionmx H3MeHeHHe 3Jieicrpo<j)opeTHHecKoro 

npo^mifl BHeKJieTOHHoft flHK KpOBH, BBiHBJweMoe nyjiBC-rejiB3JieKTpo<i>ope30M. 

4. Cnoco6 no n.2, xapaKTepH3yK>mHHCH TeM, hto $ e P MeHT 
#HKa3y bbo#jit b fl03ax h peacHMax, o6ecneHHBaiomHX ypoBeHB #HK- 

THApOJIHTHHeCKOH aKTHBHOCTH nJia3MBI KpOBH, H3MepHCMBIH B IIJia3Me KpOBH H 

20 npeBBnnaionpiH 150 cothhi; KyHija Ha JiHTp nna3MBi, Ha npoTaaceHHH cyMMapHO 
6oJiee 12 nacoB b cyrKH. 



